Individual differences in episodic memory are highly heritable. Several studies have linked a polymorphism in the gene encoding the KIBRA protein to episodic memory performance. Results regarding CLSTN2, the gene encoding the synaptic protein calsyntenin 2, have been less consistent, possibly pointing to interactions with other genes. Given that both KIBRA and CLSTN2 are expressed in the medial temporal lobe and have been linked to synaptic plasticity, we investigated whether KIBRA and CLSTN2 interactively modulate episodic memory performance (n = 383). We replicated the beneficial effect of the KIBRA T-allele on episodic memory, and discovered that this effect increases with the associative demands of the memory task. Importantly, the memory-enhancing effect of the KIBRA T-allele was boosted by the presence of the CLSTN2 C-allele, which positively affected memory performance in some previous studies. In contrast, the presence of CLSTN2 C-allele led to reduced performance in subjects homozygous for the KIBRA C-allele. Overall, these findings suggest that KIBRA and CLSTN2 interactively modulate episodic memory performance, and underscore the need for delineating the interactive effects of multiple genes on brain and behavior.
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Introduction
Episodic memory enables humans to consciously remember past experiences that have occurred at a certain time in a certain place (Tulving, 1972 (Tulving, , 2002 . The formation of memory episodes requires the integration of multiple content and contextual features and depends on a cascade of molecular events (Squire & Kandel, 1999) . Evidence indicates that around 50% of the between-person variation in episodic memory performance is heritable (Alarcon, Plomin, Fulker, Corley, & DeFries, 1998; Bouchard, Jr. & McGue, 2003; Finkel, Pedersen, Plomin, & McClearn, 1998; McClearn et al., 1997; Thapar, Petrill, & Thompson, 1994) . However, the genetic basis of individual differences in episodic memory remains unclear.
Animal studies have identified genes and signaling molecules important to memory (Dudai, 2002; Kandel, 2001; Shobe, 2002; Tonegawa, Nakazawa, & Wilson, 2003; Waddell & Quinn, 2001 ). More recently, it has been discovered that genetic variation in the human homologues of memory-related signaling molecules contributes to interindividual differences in memory performance (for review see Koppel & Goldberg, 2009) . KIBRA (kidney and brain expressed protein; gene locus 5q34-q35.2), a scaffolding protein, is expressed in the murine and human brain, with the highest expression levels in the hippocampus and the temporal lobe (Johannsen, Duning, Pavenstadt, Kremerskothen, & Boeckers, 2008; Papassotiropoulos et al., 2006) , regions known to be involved in episodic memory (Davachi, 2006; Eichenbaum, Yonelinas, & Ranganath, 2007; Rempel-Clower, Zola, Squire, & Amaral, 1996; Scoville & Milner, 1957; Squire, Wixted, & Clark, 2007; ZolaMorgan, Squire, & Amaral, 1986) . KIBRA has been proposed to be involved in processes important to episodic memory formation, such as signal transduction, synaptic plasticity, long-term potentiation, and synaptic transmission (Buther, Plaas, Barnekow, & Kremerskothen, 2004; Johannsen et al., 2008; Kremerskothen et al., 2003) . In the rat brain, KIBRA expression is highest during the early stages of synaptogenesis and might therefore play an important function in brain development besides its role in modifying existing synapses (Johannsen et al., 2008) .
A genome-wide association study by Papassotiropoulos et al. (2006) showed that a single nucleotide polymorphism (SNP) in the KIBRA gene, leading to a common C → T substitution within
